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P.ca« fte paragraph begi»m>g a. pag. 4. line 23 wiU> a« foUo,vi„g 

oon«<^«ce oflac" HISS rd«a. is ttc absence of HISS teaulu ta sever, tosulm 
^i«aB=..I.UUssi«u.io„,th=pancr.,seis«,ui«d»secre«subs««ia«y larger 
i^in«crt.rm.tme^ucosemtebloodUdispos.dof.opre,en.hyp^l,^.»om 

«^g.,fthiscoodiaonpersis«.ins.««re»s«:..wmp.o»ress».BU.eoftype2**^ 
(no„-u.ldepe».en.di.be«sme,».us)andeve.«.lly»miesd..acon.pIe.eexha«»^ 
Lpa.c.asa*uare<^«.pa«en.»reso«»i.i-tto»ofins.Ii..l1.us.anycon^^ 
.Heh*ebepaticparasyn,.a4e«c reflex is dysfunetional«illresuttintasulmrea,s»«ce. 



Please repUce«,eparasraphbeg,,™.ga.page 8. ,i„en™.h*efol.o»ingan.e„deaparagr^^^ 

He compounds of to present invention canb. considered, generaily. as memb«s of *e 
^ of «i«c o«de agooisu and NO donors. Exan,ples of such ecn^-nds indude^a. ^e 
no.li,ni,ed,o:3-n«>n.tal-»sydnonin,ine(SIN-0.sodinmnitf.e.nib.pm=s.de.S-..^^^^ 

acetyI'D, L-penicillamine (SNAP). 



,1 ■ • Q line 17 with the following amended paragraph: 

Please replace the paragraph beginning at page 9, line 1 / wim me ^ 

To quantify insulin sensitivity in rats a modified euglycemic clamp method for 
conducting axapid insult sensitivity test (29) was used. Inter^ption of thehepatic reflex 

^ponse to insulinby surgical denervationoftheUver or atropine result, instant an^^^^^ 

. (26..8) insulin resistance in skeletal muscles (27). To evaluate the involvement ^O. 

nitric oxide synth^e (NOS) anUgonists were used, N-nitro-L-ar^nine methyl ester (L-NAME) 

andr4.monomethyl-L.arginine(L.NMMA). Tlie insulin resistance produced by mtn^vcnous 

verses intraporialNOS antagonism was also compared todetermine if the hverw. the si^^^^^^^ 

J • - rcTM n a -MO donor was administered intravenously or 
NO action. 3-moipbolinosydnonimme (SIN-1), aNO aonor, was 

intraportally to reverse the insulin resistance produced by L-NMMA. 

2 

PAGE5I9'IM:VDAT 10/2512005 1:07:40 PM [Eastern Daylight Time]*SVR:USPTO{F)(R^^^ 



10/25/2005 12:06 FAX MERCHANT & SOULD 0006/009 

. ^«,o«^«oA Coiifinnatioi\No.7861 
U.S. Application No. 09/806.989 
Amendment dated October 25, 2005 

Please replace the paraeraph beginning at page 23.1mel9with the followm^ 

paragrapK: 

previous studies (27^29) are consistent with the statement that animals respond to insulin 
by activation of a hepatic parasympathetic reflex release of a hepatic insulin sensitizmg 
substance (HISS) that sensitizes skeletal muscle to the effects of insulin. Surgical or 
pharmacological ablation of the hepatic parasyaipathetic nerves leads to insulin re^stance. 
Intraportal,butnot intravenous, acetylcholine is capable of reversing the insulin resistance 
caused by denervation. Tliehepaticparas^^pathetic reflex control ofinsulin action is med.^^^^ 

through hepatic NO and hematic NOS antagonism and hepatic denervation produce msulm 
resistance that is reversible byprovidingNOto the liver usingaNOdonor.Ilieparas^^^^ 

reflex release of HISS is concluded to be NO-mediated. 



Please replace the paragraph beginning at page 24. Une 15 with the following amended 

paragraph: 

It had been shown that L-NAME is both a nitric oxide synthase (NOS) inhibitor and a 
muscarinic receptor antagonist (2). Although the mechanism or location of action was not 
described, it was pK.viously determined that L-NAME produces insulin resistance that does not 
act throughmuscarinicantagonism(22), thus indicatingthatbothI.NAMEandl.NMM^ 

suitable tools for the present purpose. 
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